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1. A retroviral vector comprising a functional splice donor site and a functi^ 
splice acceptor site; wherein the functional splice donor site and the fiinctionaj/splice 
acceptor site flank a first nucleotide sequence of interest ("NOP); wherein the^unctional 
splice donor site is upstream of the functional splice acceptor site; wherein/me retroviral 




vector is <derived^ from a retroviral pro-vector; wherein the redpdviral pro-vector 
comprises a first nucleotide sequence ("NS") capable of yielding/me functional splice 
donor site and a second NS capable of yielding the functiMtal splice acceptor site; 
rein the first NS is downstream of the second NS; such/mat the retroviral vector is 
Led as a result of reverse transcription of the retroviral pro- vector. 

2. A retroviral vector according to claim /I wherein the retroviral pro-vector 
comprises a third NS that is upstream of the second nucleotide sequence; wherein the 
third NS is capable of yielding a non-fiinctiorial splice donor site. 



A retroviral vector according to . claim 1 or 



cl^ 



2 wherein the retroviral vector 



further comprises a second NOI;/ wherein the second NOI is downstream of the 
functional splice acceptor site. 

4. A retroviral vector /according to claim 3/ wherein the retroviral pro- vector 
comprises the second N0I; wherein the second/ NOI is downstream of the second 
nucleotide sequence. 



25 5. A retroviral/vector according to , claim i or claim 4 wherein the second NOI, or 
the expression pr<^uct thereof,^ is or comprise/ a therapeutic agent or a diagnostic agent. 



i/^ 6. A^retroviral vector according to any /one of the preceding claims wherein the first 

NOI, or th'e expression product thereof, is or comprises"^ any one or more of an agent 
30 conferring selectablity (e.g. a marker ^ement), a viral essential element, or a part 
thereof/or conibinations thereof. 
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7. A retroviral vector according to any one of th^ preceding claims wherein the fir^t 
NS is at or near to the 3' end of a retroviral pro-vector; preferably wherein the 3 Vend 
comprises a U3 region and an R region; and preferably wherein the first NS is ^located 
between the U3 region and the R region. 



8. 



A retroviral vector according to clainy ? wherein the U3 region/and/or the first 



NS of the retroviral pro-vector comprises an/NS that is a third NOI; .wherein the NOI is 
any one or more of a transcriptional coritrol element, a coding sequence or a part 
thereof. 



9. A retroviral vector according tcy any one of the preceding claims wherein the first 
NS is obtainable from a virus. 



10. A/retroviral vector according to claim 9 wherein the first NS is an intron or a part 
therec 

ll/ A retroviral vector according tO/Claim 10 wherein the intron is obtainable from 
e small t-intron of SV40 virus. 



12. A retroviral vector according to any <me of the preceding claims wherein the 
retroviral pro-vector comprises a retroviral packaging signal; and wherein the second NS 
is located downstream of the retroviral packaging signal such that splicing is preventable 
at a primary target site. 

13. A retroviral /Vector according to /any one of the preceding claims wherein the 
second NS is placed downstream of th^ first NOI such that the first NOI is capable of 
being expressed/^ a primary target sil 
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14.. A retroviral vector according to any onfe of the preceding claims wherei6 the 
second NS is placed upstream of a multiple clohing site such that one or more a<jaitional 
NOIs may be inserted. 



1/ 




5 15. 



A retroviral vector according to Any one of the preceding claims wherein the 
second NS is a nucleotide sequence coding for an immunological mpkcule or a part 
thereof. 





16. A retroviral vector according to claim 15 wherein the immu/iological molecule 
10 immunoglobulin. 



IS an 



177 A retroviral vector according to claim 16 wherein/Uie second NS is a nucleotide 
sequence coding for an immunoglobulin heavy chain variable region. 



JUirr ^ 1^^' ^ retroviral vector according to aky one/f the precedmg claims wherein the 
M 7s-* .J^\7 I vector additionally comprises a ftinctionju intron./ 



7= 



19. A retroviral vector according to claim 18 wherein the functional intron 



is 



positioned so that it is capable of restricting expression of at least one of the NOIs in a 
20 desired target site. 



C 




20; A retroviral vector according to claim 19 wherein the target site is a cell. 



J. 



21. A retroviral vector according to^y one of the preceding claims wherein the 
25 vector or pro-vector is derivable from a/taurine oncoretrovirus or a lentivirus 



22. A retroviral vector according to claim 2 1 wherein the vector is derivable from 



MMLV, MSV, MMTV, HIV-1 or EIAV. 



30 
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.23. A retroviral vector as defined in any one of the preceding claims wherein the 
retroviral vector is an integrated provinis. 
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24. A retroviral particle obtainable i from a re^ viral vector according to any one of 
the preceding claims. 

25. ^ cell transfected or traMjtoced with a retroviral vector according to any one of 
claii]^l-23 or a retroviral oaracle according to clainL 24. 

26. A retroviral vjsciior according to any one of glaims 1-23 or a viral particle 



ll^JVpi 



according to ch^^24 or a cell according to clarni 25 for use in medicine. 



according to claim 24 or a 
phaima c cucical c o mposition to deliver one or more 



ly one of claims 1 to 2 ' 3 " or-"a viral pai ' ticle 




5 for the manufacture of a 
a target site in need ot same . 




28. A method comprising transfecting\)r transduding a cell with a retroviral vector 
15 ; according to any one o f claims 1 to 23 or a vVafparticle according to claim 24 or by use 
of a cell according to claim 25. 



[Yi>^ 29( A delivery system for^a^retroviral vector Recording to any one of Q laims 1 to 23 
or a viral particle according to claim 24 or a c&\ according to claim 25 wherein the 
20 /delivery system cpmprises one or more non-retro viral expression vector(s), 
^adenoviruse(s), or plasmid(s) or combinations thereof for delivery of an NOI or a 
plurality of N€us to a first target cell and a retroviral \^ector for delivery of an NOI or a 
plurality ofNOIs to a second target cell. 



25 30, A retroviral pro-vector as defined in any one of the preceding claims. 




31. Use of a functional intron to restric^^pression of one^or more NOIs within a 
desired target cell. 



2. Use of a reverse transcriptase to deliver a first NS from the 3^' end of a retroviral 
ro-vector to the 5* end of a retroviral vector. 
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33. A hybrid viral vector syst^to for in vivo gene delivery, which system comprises ofie 
or more primary viral vectors which encode a secondary viral vector, the primary vector or 
vectors capable of infecting a first target aell and of expressing therein the secondary viral 
vector, which secondary vector is capable olS transducing a secondary target cell. 



34. 




10 



A hybrid viral vector system according;^ to claim 33 wherein the primary vector is 



obtainable from or is based on a adenoviral v^tor and/or the secondary viral vector is 
obtainable from or is based on a retroviral vectorVreferably a lentiviral vector. 




35, Use of a hybrid viral vector system according^ to daim 33 and 34 wherein the 
lentiviral vector has a split-intron configuration. 



A hybrid viral vector system wherein the lentiyiral vector comprises or is capable 
elivering a split-intron configuration. 



7. A lentiviral vector system wherein th^lentiviral vector comprises or is capable of 
delivering a split-intron configuration. 

t^E3 20 38. An adenoviral vector system /wherein the adenoviral vector comprises or is 
capable of delivering a split-intron configuration. 



39. Vectors or plasmids b^^d on or obtained from any one or more of the entities 
presented as pElsplA, pCI^Neo, pElRevE, pElHORSE3.1, pElPEGASUS4, pCI-Rab, 
pElRab. 
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40. A hybrid virar vector system for in vivo g6ne delivery, which system comprises a 
primary viral vector'^vhich encodes a secondarv^ral vector, the primary vector capable of 
infecting a first target cell and of expressing/ therein the secondary viral vector, which 
secondary vector is capable of transducing p, secondary target cell, wherein the primary 
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vector is obtainable from or is based on a adenoviral vector and the secondary viral 
vector is obtainable from or is based on a retroviral /vector preferably a lentiviral vector. 




41. A hybrid viral vector system for in vivo gehe delivery, which system comprises a 
primary viral vector which encodes a secondary viLl vector, the primary vector capable of 
infecting a first target cell and of expressing therein the secondary viral vector, which 
secondary vector is capable of transducing a sfecondary target cell, wherein the primary 
vector is obtainable from or is based on a adenoviral vector and the secondary viral 
vector is obtainable from or is based on a retroviral vector preferably a lentiviral vector; 
wherein the viral vector system comprises ^functional splice donor site and a functional 
splice acceptor site; wherein the fiinctiona/l splice donor site and the functional splice 
fcceptor site flank a first nucleotide sequence of interest ("NOP); wherein the functional 
splice donor site is upstream of the functibnal splice acceptor site; wherein the retroviral 
vector is derived from a retroviral pro-vector; wherein the retroviral pro-vector 
comprises a first nucleotide sequence rNS*') capable of yielding the functional splice 
donor site and a second NS capable/ of yielding the functional splice acceptor site; 
wherein the first NS is downstream df the second NS; such that the retroviral vector is 
formed as a result of reverse transcription of the retroviral pro-vector. 



20 



42. A retroviral vector capable! of differential expression of NOIs in target cells 
substantially as described herei 



jre&>j 




